Background: Expression of long non-coding RNAs (lncRNAs) has recently been recognized as a potential prognostic marker in acute myeloid leukemia (AML). However, it remains unclear whether incorporation of the lncRNAs expression in the 2017 European LeukemiaNet (ELN) risk classification can further improve the prognostic prediction. Methods: We enrolled 275 newly diagnosed non-M3 AML patients and randomly assigned them to the training (n = 183) and validation cohorts (n = 92). In the training cohort, we formulated a prognostic lncRNA scoring system composed of five lncRNAs with significant prognostic impact from the lncRNA expression profiling. Findings: Higher lncRNA scores were significantly associated with older age and adverse gene mutations. Further, the higher-score patients had shorter overall and disease-free survival than lower-score patients, which were also confirmed in both internal and external validation cohorts (TCGA database). The multivariate analyses revealed the lncRNA score was an independent prognosticator in AML, irrespective of the risk based on the 2017 ELN classification. Moreover, in the 2017 ELN intermediate-risk subgroup, lncRNA scoring system could well dichotomize the patients into two groups with distinct prognosis. Within the ELN intermediate-risk subgroup, we found that allogeneic hematopoietic stem cell transplantation could provide better outcome on patients with higher lncRNA scores. Through bioinformatics approach, we identified high lncRNA scores were correlated with leukemia/hematopoietic stem cell signatures. Interpretation: Incorporation of lncRNA scoring system in 2017 ELN classification can improve risk-stratification of AML patients and help clinical decision-making.
Introduction
Acute myeloid leukemia (AML) is an aggressive hematologic malignancy, characterized by uncontrolled proliferation and impaired differentiation of hematopoietic precursors. AML patients have substantial heterogeneity in the pathogenesis of the disease, clinical features, and treatment outcomes [1] . Therefore, risk-stratification is one of the most critical factors in the era of precision medicine.
Risk-stratification of AML patients by the United Kingdom Medical Research Council (MRC) cytogenetic classification and European LeukemiaNet (ELN) risk classification have been widely used [2] [3] .
However, a large proportion of patients are in the intermediate-risk subgroup in whom there is substantial prognostic heterogeneity [4] . More sophisticated systems are needed to improve the riskstratification of AML patients. Besides aberrations of the coding genes, a number of studies showed that non-coding RNAs, which lack protein-coding potential, also play important roles in the pathogenesis of AML and influence its prognosis [5] [6] [7] [8] [9] . Long non-coding RNAs (lncRNAs) are transcripts N200 nucleotides in length that act as gene expression regulators through epigenetic, transcriptional, or posttranscriptional regulation and are involved in various biological functions including cell cycle, apoptosis, differentiation, etc. [10] [11] [12] Recently, mounting evidences showed prognostic relevance of lncRNA expression in AML patients [13] [14] [15] . However, it remains unclear whether incorporation of the lncRNA expression in the newly developed 2017 ELN risk classification [16] can further improve the prognostic prediction. More investigations are needed in this field to give a clearer view of the clinical implications of lncRNA expression in AML. Furthermore, since the demographics and disease natures in AML patients are somewhat different between Asian and Western countries [17] [18] [19] , it is unclear whether this new risk model combining both clinical parameters and molecular data is similarly useful for risk stratification of AML patients in Asia.
In this study, we profiled the lncRNA expression to investigate the clinical, biological, and prognostic implications of lncRNA expression in de novo AML patients. We constructed a succinct risk scoring system, which could independently predict the prognosis, irrespective of the risk based on the refined MRC cytogenetic or 2017 ELN classification. Further, the scoring system could well stratify the intermediate-risk group, defined by either classification, to two subgroups with distinct survival. To the best of our knowledge, this is the first study to show that incorporation of lncRNA expression in the 2017 ELN risk classification can improve stratification of intermediate-risk patients. Furthermore, we explored the differential mRNA expression between the two groups with high and low lncRNA scores to investigate the underlying mechanisms.
Materials and methods

Subjects
A total of 275 adult patients with newly diagnosed de novo non-M3 AML at the National Taiwan University Hospital (NTUH) were recruited. AML was diagnosed according to French-American-British (FAB) study group and 2016 World Health Organization (WHO) criteria [1] . Patients with antecedent hematological diseases, history of cytopenia, family history of myeloid neoplasms, or therapy-related AML were excluded. This study was approved by the Research Ethics Committee of the NTUH in accordance with the Declaration of Helsinki. The treatment protocol was described previously [20] and the choice of allogeneic hematopoietic stem cell transplantation (HSCT) was based on chromosomal findings, age, availability of donors and the response to induction treatment. We randomly divided the patients into the training (n = 183) and the validation cohorts (n = 92). The basic characteristics of the two subgroups were not significantly different regarding clinical features and treatment outcome (Supplementary Table S1 ). In addition, 151 AML patients with RNA-Seq data from The Cancer Genome Atlas (TCGA; https://tcga-data.nci.nih.gov/tcga/) were used as the external validation cohort [21] .
Analyses of cytogenetics and genetic alterations
Cytogenetic analyses were performed and interpreted according to the International System for Human Cytogenetic Nomenclature [22] . Analyses of mutations in genes involving in activated signaling pathways, such as FLT [20] , NRAS [23] , KRAS [23] , JAK2 [23] , KIT [20] , and PTPN11 [20] ; transcription factors, such as CEBPA [24] , RUNX1 [17] , and GATA2 [25] ; splicing factors, including SRSF2, U2AF1, and SF3B1 [26] ; epigenetic modifications, including MLL/PTD [20] , ASXL1 [27] , IDH1 [28] , IDH2 [28] , TET2 [29] , and DNMT3A [30] ; cohesin gene complex, including STAG1, STAG2, SMC1A, SMC3, and RAD21 [31] ; as well as NPM1 [20] , WT1 [32] , and TP53 [33] , were performed as previously described.
Microarray analysis of lncRNAs and the dataset processing
The global gene expressions were profiled with the Affymetrix GeneChip Human Transcriptome Array (HTA) 2.0 (Affymetrix, Santa Clara, CA, USA). Please refer to the online supplement for the technical detail.
The probes were then mapped with LNCipedia [34] (V4.1) and GENCODE [35] (Release 27) databases to identify lncRNA probes. There were 70,523 probes corresponding to at least 18,638 known coding genes and many other non-coding regions. Among them, 19,614 probes were mapped to lncRNAs.
The external validation dataset was downloaded from TCGA in May 2018. The RNA-Seq of the 151 AML patients from TCGA were determined on the Illumina platform, in whom 142 patients had overall survival (OS) data. The lncRNAs were extracted based on the ENSG identifiers. The expression levels of each lncRNA were normalized in the form of fragments per kilobase of transcript per million mapped reads (FPKM) and were transformed into Log2 scale.
The lncRNA risk score
We first conducted probe-level Z-transformation on the 19,614 lncRNAs in the training cohort, which made zero mean and unit
Research in context
Evidence before this study
The 2017 European LeukemiaNet (ELN) expert panel is probably the most widely used risk-stratification model in current clinical practice. The model is composed of cytogenetic changes and recurrent gene mutations. However, there are still substantial patients classified into the intermediate-risk group, in which the treatment strategy is not well defined. Recently, besides the coding events, non-coding events have been discovered to have significant impact on patients' outcome. Although researchers have found that certain long non-coding RNAs (lncRNAs) have prognostic impact, whether incorporating lncRNA into the 2017 ELN classification can improve the prognostication is still unknown.
Added value of this study
We formulated a simple but precise lncRNA scoring system composed of only five lncRNAs and validated in both the internal and external cohorts, which were composed of different patient races and gene expression profile based on different platforms. The scoring system is closely associated with stem cell signature and can well risk-stratify intermediate-risk patients defined by the 2017 ELN classification.
Implications of all the available evidence
This lncRNA scoring system can help clinicians to provide proper treatment for the intermediate-risk patients defined by the 2017 ELN classification.
standard deviation of each lncRNA across the patients. We then used the univariate Cox proportional hazards regression model to analyze the association between the expression levels of the individual lncRNAs and OS and disease-free survival (DFS). The lncRNAs with prominent significance on both OS and DFS (P b .001) were selected for further multivariate Cox model to identify the lncRNAs whose expression levels could independently predict survival. The lncRNAs with significant association with OS in the multivariable test (multivariate Cox P b .05) were then selected to establish the lncRNA risk scoring system. The lncRNA risk score was calculated as Risk(j)=∑ lncRNA i ∈componentlncRNAs lncRNA i (j) • β i , where j denotes the patient accession number; lncRNA i represents the normalized expression level of the lncRNA probe i after Ztransformation, and β i represents the weight of the particular lncRNA probe i.
To validate this scoring system, a k-fold cross-validation process was applied. Furthermore, in order to test the superiority of this scoring system, we performed a 10,000-time random permutation test. For each iteration, five lncRNAs were randomly selected to construct a random scoring system and multivariate Cox regression model was used to test the significance of each randomly assigned lncRNA score. The empirical P value was calculated as the fraction of random scoring systems with better P value than the proposed one. The smaller the empirical P value, the greater the probability that the proposed lncRNA scoring system could outperform the other randomly assembled lncRNA combinations.
Bioinformatics approaches for biological inference of the five lncRNAs included in the scoring system
Please refer to the online supplement.
Statistical analysis
Results
The lncRNA risk score
We identified 92 out of the 19,614 lncRNA probes whose expression levels had significant association with OS (P b .001, Supplementary  Table S2) , and 28 probes associated with DFS (P b .001, Supplementary Table S3 ). We then included expression levels of the overlapped 16 lncRNAs in a multivariate Cox model to select the lncRNAs whose expression levels had independent predictive power on survival. We discovered that high expressions of TC03000901.hg. We used the median of the lncRNA risk score as a cut-off to define the groups of patients with higher and lower scores. To validate this scoring system, we applied five-fold cross-validation and found that the P values derived from log-rank were statistically significant.
Patient characteristics
Among the 183 de novo AML patients in the training cohort, 91 had lower lncRNA risk scores and 92, higher scores. The patients with higher lncRNA risk scores were significantly older (median 61.5 vs. 52.7, P = .020), had higher platelet count at diagnosis (median 56,500 vs. 38,000/μL, P = .028) and a higher portion of FAB M4 (46.7% vs. 27.5%, P = .009) or M5 subtype (13.0% vs. 2.2%, P = .010) but a lower proportion of M1 (14.1% vs. 26.4%, P = .044) or M2 subtype (22.8% vs. 41.8%, P = .007). Based on the 2016 WHO Classification, the high-score group had a lower incidence of t(8;21)(q22;q22.1) (3.3% vs. 14.2%, P = .009) and biallelic mutations of CEBPA (1.1% vs. 18.7%, P b .001) ( Table 1) . Other clinical features, including gender distribution, white blood cell (WBC) count at diagnosis, hemoglobin level, peripheral blood blast percentage, and lactate dehydrogenase level were similar between the two groups.
Comparison of cytogenetic abnormalities and gene mutations between patients with higher and lower lncRNA scores
Chromosome data were available in 174 patients at diagnosis, including 88 with lower lncRNA risk scores and 86 with higher scores (Supplementary Table S6 ). Compared with patients with lower scores, those with higher lncRNA scores had less frequently favorable-risk cytogenetic changes (5.8% vs. 19.3%, P = .011) based on the refined MRC classification [3] . The distribution of other chromosomal abnormalities was similar between the two groups.
To investigate the difference in gene mutations between high-score and low-score patients, we performed a complete mutational screening of 26 myeloid malignancies related genes ( Table 2 ). The high-score patients harbored significantly more gene mutations at diagnosis compared with the low-score ones (median 3.0 vs. 2.0, P = .005). The high-score patients had significantly more FLT3/TKD (13.0% vs. 3.3%, P = .028), KRAS (6.5% vs. 0%, P = .029), RUNX1 (19.6% vs. 7.8%, P = .030), DNMT3A (30.4% vs. 13.3%, P = .007), and SF3B1 mutations (6.5% vs. 0%, P = .029), but less KIT mutations (1.1% vs. 9.9%, P = .009) and CEBPA double-mutations (1.1% vs. 18.7%, P b .001) than the low-score ones.
Other genetic alterations were not significantly different between these two groups. The distributions of molecular gene mutations in these two groups seem different ( Supplementary Fig. S1 ). Collectively, the high-score patients had a higher frequency to harbor one or more adverse gene mutations (including FLT3/ITD, MLL/PTD, WT1, RUNX1, ASXL1, DNMT3A, splicing factor genes, and TP53 mutations) than the low-score ones (81.5% vs. 47.3%, P b .001), and the difference retained significant while two or more such gene mutations were counted (48.9% vs. 22.0%, P b .001).
Prognostic impact of lncRNA scores on OS and DFS
Among the 118 patients receiving standard chemotherapy in the training cohort, 82 (69.5%) patients achieved a complete remission (CR). The high-score patients had a lower CR rate (58.5% vs. 78.5%, P = .027) and a trend of higher relapse rate (77.4% vs. 58.5%, P = .098) than the low-score ones (Table 1) . With a median follow-up of 91.1 months (ranges, 1 to 171.5 months), the high-score patients had significantly poorer OS and DFS than the low-score ones (median, 13.1 months vs. not reached (NR), P b .001, Fig. 1A , and median, 1.4 vs. 18.0 months, P b .001, Fig. 1B, respectively) . The findings could be validated in an independent internal cohort (median OS, 25.2 months vs. NR, P = .004, Fig. 1C , and median DFS, 6.3 vs. 23.7 months, P = .007, Fig. 1D ) and in the external TCGA cohort (median OS 274 vs. 822 days, P = .006, Fig. 1E ). The comparison of clinical parameters between the lower and higher score groups in the TCGA cohort was shown in Supplementary Table S5 . The differences between groups were similar to those in our cohort. In the subgroup of cytogenetically normal AML (CN-AML) patients, the lncRNA scoring system still served as a prognosticator for OS and DFS (both P b .001, Fig. 1F and G) .
Though the refined MRC classification is widely used for riskstratification in AML patients ( Supplementary Fig. S2A and S2B ), many patients are in the intermediate-risk group. Among the 118 patients receiving standard chemotherapy, 112 patients (63 lncRNA low-score and 49 high-score patients) could be categorized by MRC classification. Introducing the lncRNA scoring system, the intermediate-risk patients could be further categorized into two subgroups with distinct prognosis (median OS, NR vs. 12.8 months, P b .001, Fig. 2A and median DFS, 29.7 vs. 1.4 months, P b .001, Fig. 2B ). In the patients with intermediate-risk cytogenetics, those who had lower lncRNA scores had OS and DFS similar to those with favorable-risk cytogenetics (P = .121 and 0.126, respectively), while those with higher lncRNA scores had OS and DFS similar to those with unfavorable-risk cytogenetics (P = .091 and 0.056, respectively) ( Fig. 2A and B) . In our cohort, the 2017 ELN risk classification could separate patients with favorable-risk from those with intermediate-or unfavorable-risk, but the last two were indistinguishable ( Supplementary Fig. S3A and S3B) . The lncRNA scoring system could well stratify the 2017 ELN intermediate-risk patients (Fig. 2C and D) ; those with lower lncRNA scores had OS and DFS similar to the favorable-risk group (P = .238 and 0.506, respectively), while those with higher lncRNA scores had OS and DFS similar to the unfavorable-risk group (P = .620 and 0.377, respectively) ( Fig. 2C  and D) . In multivariate Cox proportional hazards regression analysis, we first included age [36] , WBC counts at diagnosis [37] , treatment modality and 2017 ELN risk classifications as the covariables (Table 3 ). Higher lncRNA score was an independent poor prognosticator, while ELN favorable-risk was a good prognostic factor for both OS and DFS. Receiving HSCT was an independent favorable factor for OS. Interestingly, among patients with higher lncRNA scores, HSCT did confer a better prognosis compared with post-remission chemotherapy alone (OS median 23.8 vs. 7.2 months, P = .013, Supplementary Fig. S4 ). Furthermore, allogeneic HSCT was also shown beneficial in the subgroup of ELN intermediate-risk patients with higher lncRNA scores (median OS, 30.6 vs. 4.6 months, P b .001) but not those with lower lncRNA scores (median OS, NR vs. 14.4 months, P = .359). We next applied cytogenetics and 11 gene mutations, including those that had significant survival impact in univariate analyses and those that were included in 2017 ELN risk classifications, as well as age and WBC counts as covariables into the multivariate analysis. Unfavorable-risk cytogenetics, higher lncRNA scores, and DNMT3A mutations were independent poor prognostic factors, while NPM1 + /FLT3-ITD − was a favorable prognostic factor for both OS and DFS. HSCT and CEBPA double-mutations were independent favorable prognostic factors, but TP53 mutations were independent poor prognostic factors for OS (Table 4) . Importantly, the finding that the higher lncRNA score was an independent poor prognosticator for OS and DFS was confirmed in our validation cohort by multivariate analysis, which included variables with statistical significance in univariate analyses. (Supplementary Tables S7 and S8 ). In the 10,000-time permutation test, the same covariables as in Table 4 were chosen. The proposed scoring system surpassed almost all other randomly selected lncRNA combinations in multivariate OS prediction, with an empirical P = 3 × 10
, suggesting the high performance and non-randomness of our scoring system.
Correlation of the lncRNA signature with gene expression to investigate potential underlying mechanisms
We profiled genome-wide RNA expression (the 70,523 probes corresponding to at least 18,638 known coding genes and many other non-coding regions) and compared the expression levels between patients with high and low lncRNA risk scores to get biological insight into the molecular mechanisms underlying the lncRNA signature. A Fig. 1 . The Kaplan-Meier survival curves for OS (A) and DFS (B) of AML patients stratified by lncRNA scores. The prognostic impact of the lncRNA scoring system could be validated in an independent internal cohort (C)(D), and the external cohort (E). Patients with normal cytogenetics could also be divided by lncRNA scores into two groups with distinct outcomes (F)(G). total of 595 differentially expressed genes were identified (N1.5-fold change and Student t-test P b .0001, Fig. 3A , B, and Supplementary  Table S9 ). A network constructed by IPA showed HOXA9, ERK1/2, NFkB, and TRIM25 were the hub genes among the differentially expressed genes (Supplementary Fig. S5 ). Considering the roles of HOX gene family in determining stem cell fate, we further curated three published stem cell signatures [38] [39] [40] . The GSEA revealed significant upregulation of leukemia stem cell and hematopoietic stem cell related genes in the high lncRNA score patients (Fig. 3C) . We also made the differential gene expression analysis based on RNA-Seq data in the TCGA cohort, and the results were consistent ( Supplementary Figs. 6 and 7 ).
Discussion
Besides the coding genes, aberrancy of non-coding genes are also involved in AML leukemogenesis and contribute to chemo-resistance, and may serve as prognosticators [5, 6, 9] . However, most studies regarding non-coding genes focused on miRNAs or certain subgroups of lncRNAs, and most importantly, the proposed scoring systems were mostly not further validated by the external cohort [13] [14] [15] . Garzon et al. from Cancer and Leukemia Group B (CALGB)/Alliance first established a lncRNA score composed of 48 lncRNAs as a prognosticator in elder (age ≧ 60 years) CN-AML patients [13] . Later on, the same group showed that a lncRNA score, made of 24 lncRNAs, had prognostic impacts on clinical outcome in younger (age b 60 years) CN-AML patients [15] . Because there was no overlap of lncRNAs between these two scoring systems, the mutual application may not be feasible in clinical practice. Beck et al. focused on long intervening/intergenic noncoding RNA (lincRNA), a subgroup of lncRNAs, instead of lncRNA we studied, and reported expression signatures composed of four out of 1664 lincRNAs could predict clinical outcomes in independent cohorts [41] . To our knowledge, this is the first study to elucidate the prognostic impacts of lncRNAs in de novo AML patients irrespective of various cytogenetic risks or gene mutation status. We developed a simple but concise scoring system composed of 5 lncRNAs, by analyzing expression levels of 19,614 lncRNA, and ensured the significant and independent prognostic implication through well-organized statistical modeling process. The reasons that the proposed lncRNAs in our scoring system were different from those in other reports could partly be explained by differences in ethnicity, age and treatment regimens.
Although there are several diverse risk-stratification models, most AML patients would be classified into an intermediate-risk group [4] . The 2017 ELN recommendations incorporate cytogenetic changes and gene mutation status, including FLT3-ITD allelic ratio, to propose a refined stratification model which largely enhances the stratification power compared with 2010 ELN recommendations and refined MRC classification [42] . Nonetheless, the survival of patients is still heterogeneous even in the same intermediate-risk group. The lncRNA scoring system shown in this study can further dissect this heterogeneous group and help guide the choice of treatment strategies; low-risk patients can be treated less intensively, while high-risk patients, more aggressively. Truly, we showed that HSCT did confer a benefit to the ELN intermediate-risk patients with higher lncRNA scores, but not those with lower scores. Analyses of the clinical significance of lncRNA in AML patients in previous studies were mostly based on the 2010 ELN recommendations [13, 41, 43] , or did not incorporate 2017 ELN recommendations into the multivariate analysis [15] . To the best of our knowledge, this study was the first to show that a lncRNA scoring system was an independent prognostic factor for both OS and DFS, irrespective of the risk factors based on the 2017 ELN classification.
Spurred by the advancement of genomic and transcriptomic technologies, more and more molecular markers, including gene mutations, mRNA expression, non-coding RNA expression, etc., were incorporated into risk-stratification models [19, 41, [43] [44] [45] [46] [47] . Previous studies focusing on the prognostic implications of lncRNA in AML exploited 12-48 lncRNA expression levels. However, this is not easy to put these comprehensive markers into clinical practice. The lncRNA scoring system in this study is composed of only 5 lncRNAs with significant prognostic impact, which makes it handy to use in clinical practice.
It is pertinent that the proposal of a new prognostic scoring system should merit further validation. In order to verify the prognostic impact of this lncRNA scoring system, we used both an internal and an external cohort. The total cohort in our study was randomly split to the independent training and validation cohorts, and the two cohorts were comparable in terms of clinical features and treatment outcome. The prognostic impact of the lncRNA scoring system was verified in this internal validation cohort, even in the multivariate analysis incorporating the 2017 ELN risk classifications or various kinds of cytogenetic changes and gene mutations. Most importantly, we chose the TCGA-AML database as the external validation cohort. The TCGA cohort has multiomics information, facilitating the possibility of the validation process. Although we could only find the expression levels in three out of five lncRNAs included in this lncRNA scoring system in the TCGA cohort, the lncRNA scoring system could well stratify patients into subgroups with significantly distinct prognosis. Because the RNA-Seq data in TCGA is unstranded, it is noteworthy that the quantification of certain lncRNA may be confounded by its natural antisense transcript, which is complementary and overlapping with the interested target. Regarding the five components in the proposed lncRNA scoring system, only TC04000372. hg.1 (ENST00000505646) has a natural antisense transcript, ENST00000446444 (product of gene UGT2B11), which might introduce bias in the external validation analysis.
In order to put the lncRNAs scoring system into clinical practice, a standardized and accessible procedure is mandatory. Wang et al. validated six prognostic models in AML and described if the model's inputs are dichotomized by the median value rather than a fixed given value, it would be easier to implement in data from varied platforms irrespective of the original distribution of the data [4] . Our lncRNA scoring system using the median as the cut-off value may further pave the way for its clinical application. Furthermore, it has been reported that RNA-Seq can provide reproducible results compared with quantitative PCR [48] [49] [50] [51] [52] . The performance of the lncRNA scoring system in TCGA cohort suggests that our scoring system would work in another cohort even using quantitative PCR. It is feasible to use either microarray, RNA-Seq, or quantitative PCR data to implement the lncRNA scoring system.
In this study, the higher lncRNA-score patients had significantly poorer OS and DFS, resulting from a lower CR rate and trend of higher relapse rate. Higher lncRNA scores were significantly associated with poor-risk molecular alterations, such as RUNX1 [17] , DNMT3A [30] , and splicing gene mutations [26] , but negatively associated with good-risk genetic alterations, such as favorable-risk cytogenetics and CEBPA double-mutations . Further, the high-score patients harbored significantly more adverse gene mutations than the low-score patients did. Nevertheless, in multivariate analysis, higher lncRNA score was a poor prognostic factor independent from the clinical features, cytogenetic risks, gene mutations, and 2017 ELN risk classification. We also found allogeneic HSCT could significantly improve the survival of high-score patients. It implied that HSCT might ameliorate the poor survival impact of the adverse-risk lncRNA signatures. Further prospective studies with more patients recruited are needed to verify this point.
Papaioannou et al. correlated biological function with lncRNA scoring system established in younger AML patients and disclosed enrichment of genes involved in lymphocyte/leukocyte activation, inflammation, and apoptosis in patients with higher lncRNA scores [15] . No biological function analysis of lncRNA or lincRNA involved in scoring systems was performed in other reports in literature. In this study, the mechanistic investigation suggested that the high lncRNA score was strongly associated with hematopoietic and leukemic stem cells signatures, including those involving HOX genes, which might not only contribute to leukemogenesis but also lead to chemoresistance [53, 54] , and confer to the poor outcome. Similarly, the relationships of lncRNAs with cancer stem cell and drug resistance were also reported in solid cancers [55] . 
Conclusion
We proposed an easy-to-use but concise lncRNA score composed of five lncRNAs. High lncRNA score was associated with distinct clinical features and gene mutation profiles, and was an independent poor prognostic factor. Incorporating lncRNA score into risk assessment could further refine the 2017 ELN or refined MRC risk classification by sub-dividing intermediate-risk patients. Further prospective largescale studies are warranted to confirm our findings.
